CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 40-298

CORRESPONDENCE



ANDA 40-298

Mylan Pharmaceuticals Inc. o
Attention: Frank R. Sisto -

781 Chestnut Ridge Road

P.O. Box 4310 ’ .
Morgantown, WV 26504-4310 T
Ll llanbulibbulbaens DL Ll v 11998

Dear Sir: Ce o o
We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

Reference is also made to the telephone conversation dated
March 9, 1998 and your correspondence dated March 10, 1998.

NAME OF DRUG: Extended Phenytoin Sodium Capsules USP, 100 mg
DATE OF APPLICATION: February 27, 1998 T
DATE (RECEIVED) ACCEPTABLE FOR FILING: March 2, 1998

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

Kassandra Sherrod

Project Manager
(301) 827-5849"
Si 1 ,
1%c?rg y yoprs
Jerry Phillip!

Director
Division of

abeling and Program Support

Center for Drug Evaluation and Research
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BRE MYLAN PHARMACEUTICALS INC

_—/; 781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595

SEP 28 1998

Office of Generic Drugs, CDER, FDA ;:[\Q
Douglas L. Sporn, Director P

Document Control Room S S
Metro Park North Ii S e
7500 Standish Place, Room 150

Rockville, MD 20855-2773

BIOEQUIVALENCE AMENDMENT
(CMC DATA ENCLOSED)

RE:. ..EXTENDED PHENYTOIN SODIUM CAPSULES, USP 100 MG

ANDA 40-298
RESPONSE TO AGENCY CORRESPONDENCE DATED SEPTEMBER 22, 1998

Dear Mr. Sporn:

Reference is made to the ANDA identified above, which is currently under review, and to the September
22, 1998 correspondence pertaining to this application which was forwarded to Mylan from the Office of
Generic Drugs’ Division of Bioequivalence. In response to the September 22 correspondence, Mylan
wishes to amend the application as follows:

A. REGARDING BIOEQUIVALENCE ISSUES: ~ = -~ - -

FDA COMMENT 1. The Division of Bioequivalence has completed its review and has no further
questions at this time.

The dissolution testing will need to be incorporated into your stability and quality
control programs as specified in U.S.P. 23, eighth supplement.

Please note that the bioequivalency comments provided in this communication
are pfeliminary. ‘These comments are subject to revision after review of the entire
application, upon consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues. Please be advised
that these reviews may result in the need for additional bioequivalency
information and/or studies, or may result in a conclusion that the proposed
formulat:on is not approvable.

MYLAN RESPONSE: The dissolution testing requested by the Division of Bioequivalence will be
incorporated into Mylan's stability and quality control programs as of the date of
this amendment. Mylan has revised the finished product specifications and
dissolution procedure for Extended Phenytoin Sodium Capsules, USP 100my to
incorporate the requested changes. These revised documents a;e prbwded in

Attachments A and B, respectively. {-'-' -
- v'}c\E
A0 4 LY
er? ‘.
- R:AANDA\PHENYTO!IN-NA-ER-CAPS\BIO-AGENCY-LETTER-DATED-092298.WPD T
Depornment—Fax Numbers Information Systems (304) 285-6404 Purchasing =7 | (304) 508-5401
Accounting (304) 2856403 Label Controt - (800) 848-0463 Quotity.Control (304) 598-5407
Admunistration (304) 599-7284 Lego! Services (304) 598-5408 Reséarch & Development (304) 2856409
Business Development (304) 599-7284 Maintenance & Engineering (304) 508-5411 Sales & Marketing (304) 598-3232

Humaon Resources (304) 598-5406 Medicol Unit (304) 598-5445



Douglas.L. Spomn
Page2o0f2 .

It is also acknowledged and understood that the bioequivalency comments
expressed in the letter dated September 22, 1998 are preliminary and may be
revised after review of the entire application.

For:your reference, a copy of the September 22, 1998 Agency correspondence is provided in Attachment
C. Responses-tothe chemistry comments contained in the September 22 correspondence along with
revised labeling, as requested by the Agency, are being forwarded in a separate amendment to this

appllcatlon

Sm e e AT

Pursuant to.21. CFR 314. 96(b) we certify that a true copy of the technical sections of this amendment, as
submitted to the Office of Generic Drugs, has been forwarded to the FDA's Baltimore District Office.

This amendment is submitted in duphcate Should you requnre addmonal mformatlon or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6600 or via

facsimile at (304) 285-6407.
Sincerely, ST

Frank R. Slsto : o .

Vice President . S

Regulatory Affairs i TR o
FRS/tIr

enclosures

RAANDAVPHENYTOIN-NA-ER-CAPS\BIO-AGENCY-LETTER-DATED-092298.WPD



“l 'MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595
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Office of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director _ _
Document Control Room d;’_ ’}(

Metro Park North II A )
7500 Standish Place, Room 150 A '_:?"J‘ LAEIRTY N

Rockvilie, MD 20855-2773
- FACSIMILE AMENDMENT

RE: EXTENDED PHENYTOIN SODIUM CAPSULES, USP 100 MG

ANDA 40-298
‘RESPONSE TO AGENCY CORRESPONDENCE DATED SEPTEMBER 22, 1998

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above which is currentiy
under review and to the comments from the Agency pertaining to this application which were
provided to Mylan in a facsimile dated September 22, 1998. In response to the Agency's facsimile
comments of September 22, Mylan wishes to amend this application as foliows. .

A. REGARDING CHEMISTRY ISSUES
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B. REGARDING MISCELLANEOUS ISSUES -

FDA COMMENT 1.

MYLAN RESPONSE:

In addition to responding to the deficiencies presented above, please note
and acknowledge the following comments in your response:

In the compression instructions and parameters for the batch No. R&D 1437,
for ‘ablets presented, it is noted that except for the specifications
for tablet weight, no hardness, thickness or friability specifications are
inciuded. They should. We acknowledge that they are presented in the
body of the application.

Mylan’s batch records are designed to provide instructions for the actual
manufacture of the drug product with in-process specifications for hardness,
thickness and friability being provided as separate auxiliary documents.
Hardness and thickness are measured throughout the manufacturing
process. A composite sample representative of the batch is also tested for
hardness thickness and friability. These data are recorded, reviewed and
approved by Quality Assurance prior to release of every batch for further
processing. If-hardness, thickness and/or friability do not meet the
established in-process specifications, the product will be rejected by Quality
Assurance. Upon completion of the manufacturing and testing of the batch
these documents are then included in the batch record file.

R:AANDA\PHENYTOIN-NA-ER-CAPS\AGENCY-LETTER-DATED-092298.WPD



Douglas L. Sporn
Page 5 of 5

C. REGARDING LABELING ISSUES

MYLAN RESPONSE: Attachment E contains twelve (12} copies of the following final printed
. bottle labels and outsert for Extended Phenytoin Sodium Capsules, USP

100mg:

BOTTLE LABELS
Code RM1560A - Bottles of 100 Capsules
Code RM1560C - Bottles of 1000 Capsules

OUTSERT
Code PHNY:R1 , Revised September 1998

The enclosed labeiing incorpbrates the revisions requested in the Agency’s
letter of September 22, 1998. A copy of this letter is provided in
Attachment B for the convenience of the reviewer.

in order to facilitate the review of this labeling, Attachment C contains a
side-by-side comparison of the final printed bottle labels to those previously
submitted and Attachment D contains a side-by-side comparison of the final
printed outsert (PHNY:R1) to the outsert that was previously submitted. It
is noted that prior to approval of this application, the agency reserves the
right to request further changes in the Mylan labeling based upon the
changes in the approved iabeling of the listed drug or upon further review of
the application.

As previously noted, a copy of the Agency correspondence dated September 22, 1998 is included
in Attachment B, for the convenience of the reviewer. Mylan’s response to the comments from the
Division of Bioequivalence contained in the September 22, 1998 correspondence are being
forwarded in a separate amendment to this application.

Pursuant to 21 CFR 314.96(b), we certify that a true copy of this amendment, as submitted to the
Office of Generic Drugs, has been forwarded to the FDA's Baitimore District Office.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at {304) 599-2595, ext. 6600
or via facsimile at (304) 285-6407.

Sincerely,

Frank R. Sisto
Vice President
Regulatory Affairs
FRS/tir

enclosures

R:AANDAVPHENYTOIN-NA-ER-CAPS\AGENCY-LETTER-DATED-082298.WPD o



"MYLAN PHARMACEUTICALS INC

- 781 Chestnut Ridge Road e P. O. Box 4310 e Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595

MR 10 1998

Office of Generic Drugs, CDER, FDA

Douglas L. Spomn, Director e
Document Control Room o -
Metro Park North 1I

7500 Standish Place, Room 150

Rockville, MD 20855-2773 e -

TELEPHONE AMENDMENT
(cmc INFORMATION)

RE: EXTENDED PHENYTOIN SODIUM CAPSULES USP 100 MG
ANDA 40-298 . :
RESPONSE TO AGENCY TELEPHONE CALL OF MARCH 09, 1998

Dear Mr. Sporn:

Reference is made to the pending ANDA identified above and to the Agency's March 09, 1998
telephone call. Pursuant to the Agency’s request, Mylan wishes to amend this application to provide for
a reduced finished product production batch size of “2s. In accordance with OGD's
Policy and Procedure Guide #22-90, ' 1sule batch size is equivalent to 10X of the

apsules obtained during manufacture ot the exhibit batch. The revised master production
batch records are included in this amendment. '

It should be noted that in the original application, the master production batch record for
capsules was formatted as a contiguous batch record which included the manufacture of the )
and the finished dosaae form. The revised master production batch
records submitted in this amendment for the . 2s batch size are non-contiguous and
grovide for the manufacture of the ts, and the finished dosage
form separately which more closely reflects the manner in which the bioequivalence batch was
manufactured. In addition to the production batch records, the “Overview of Manufacturing and
Processing Instructions”, the “Processing Schemes”, and the “Summary Table of Differences” have
been revised to provide for-the reduction in batch size. Based on the number of pages affected by the
revision, we have chosen to replace Section XI: Manufacturing and Processing instructions, in its
entirety (pp. 1780-1859 of the original application) with the enclosed revised version of Section Xl for the
convenience of the reviewer.

Pursuant to 21CFR 314.96(b), we certify that a true copy of the féchnical section of this amendment, as
submitted-to the.Office. of Generic-Drugs, has.been forwarded-to the FDA's-Baltimore District Office.

| RECEIVED
4

T MAR Y998

RAANDAVPHENYTOIN-NA-ER-CAPS\AGENCY-CALL-DATED-03_09_98-

Department—Fax Numbers

. TSN nfoffnation Systems T T T 7T (304) 2856404 T Purchasing (304) 598-5401
Accounting (304) 285-6403 tapel Control (800) 848-0463 GEM I I (304) 598-5407
Adminstration (304) 599-7284 Legat Services (304) 598-5408 Lﬁg mb}@sm (304) 2856409
Business Development (304) 599-7284 Mointenance & Engineenng (304) 598-5411 Sales & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medaical Unit (304) 598-5445
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Douglas L. Sporn
Page 2 of 2

This amendment is submitted in duplicate. An additional desk copy is included in this amendment to the
attention of Greg Davis. Should you require additional information or have any questions regarding this
amendment, please contact the undersigned by telephone at (304) 599-2595, ext. 6600 or by facsimile
at (304) 285-6407.

Sincerely,

Frank Sisto

Executive Director

Regulatory Affairs

FRS/AIm

enclosures

cc: desk copy to Greg Davis

RAANDAVPHENYTOIN-NA-ER-CAPS\AGENCY-CALL-DATED-03_09_98



'MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. « (304) 599-2595

ELECTRONIC DATA ENCLOSED
FEB27 1998 BIOEQUIVALENCE DATA ENCLOSED

Office of Generic Drugs CDER FDA

Douglas L. Sporn Director \
Document Control Room B 4'55/‘)
Metro Park North Il
7500 Standish Place, Room 150 R e e
Rockville, MD 20855-2773
RE: EXTENDED PHENYTOIN SODIUM CAPSULES USP 100 MG
Dear Mr. Sporn:
Pursuant to sectlon 5050)0( the FederaIFeod~ E)n;g—’aaa éosmetlc Act and 21 CFR § 314.92 and
314.94, we submit the enclosed abbreviated new drug application for:
Proprietary Name: None - - e e m e e -~
Established Name: Extended Phenytom Sodlum Capsules, USP
This application consists of a total of 15 volumes.. ... .. ..
Archival Copy - 6 volumes. T
Review Copy -7 volumes. = _ __ . .
- Technical SectiohFor Chemlstry 3 volumes.”
Technical Section For Pharmacokinetics - 4 volumes.
Analytical Methods - 2 extra copies; 1 volume each. -
NOTE: The Technical Section for Pharmacokinetics of the review copy and the archival copy each
contain a data diskette for the bioequivalence study:-
This application provides for-the manufacture of Extended Phenytoin Sodium Capsules, USP 100 mg.
All operations in the manufacture, packaging, and labeling of the drug product are performed by Mylan
Pharmaceuticals Inc., 781 Chestnut Ridge Road, Morgantown, WV 26505-2730.
As required by 21 CFR 314.94(d)(5) we certify that a truecopy of the technical sections of this
application as submitted to the Office of Generic Drugs has been forwarded to the FDA's Baltimore District
Office. The following Reader's Guide and Table of Contents detail the documentation submitted in
support of this application.
All correspondence regafding this application should be directed to the attention of the
undersigned at Mylan Pharmaceuticals Inc., P.O. Box 4310, 781-Chestnut Ridge Road, Morgantown WV,
26504-4310.
Sincerely, - )
Qﬂ/ Ga . RECEIVED
F R. Sisto b
Executive Director : ” }
Regulatory Affairs . __Mahvu 7 1908
T T Ty £33 Pl '
FRS/tim B T T T GEN::m §aa e
Depanment—Fax Numbers ’ c “Intormahon Systerms ~ T T T T (304) '285«5404 Purchasing (304) 508-5401
Accounting (304) 285-6403 Lobe! Control (800) 848-0463 Quatty Conftrol (304) 598-5407
Administrahon (304) 599-7284 Legal Services (304) 598-5408 Reseorch & Developrment (304) 2856400
Business Development (304) 599-7284 - Maintenonce & Engneering (304) 508-5411 Sates & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medad:col Unit (304) 598-5445

[RDLIB.ANDA PHENYTOIN-NA-ER-CAPS)SECTIONS-01THRUO?



MYLAN PHARMACEUTICALS INC o

781 Chestnut Ridge Road « P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. e (304) 599-2505

JUN 25 1938
v ~ Y
Office of Generic Drugs, CDER, FDA H“A (JRIG AMENUMU\[
Douglas L. Sporn, Director g
Document Control Room

Metro Park North |l

7500 Standish Place, Room 150

Rockville, MD 20855-2773 TELEPHONE AMENDMENT
{BIOEQUIVALENCE INFORMATION)

RE: EXTENDED PHENYTOIN SODIUM CAPSULES, USP 100 MG
ANDA 40-298
RESPONSE TO AGENCY TELEPHONE CALL OF JUNE 23, 1998

Dear Mr. Sporn:

Reference is made to the pending ANDA identified above and to the Agency’s June 23, 1998
telephone call. Pursuant to the Agency’s request, Mylan wishes to amend this application to
provide data demonstrating the recovery of the internal standard used in the phenytoin analytical
procedure for the bioequivalence study submitted in the referenced ANDA.

ﬂntemal standard recovery was not a required test procedure at the time the fasting (PHEN-9734)
bioequivalence study was submitted. However, recovery of internal standard was investigated as
part of the methods development for the analytical procedure. The following summarizes the
results of this experiment:

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned by telephone at {304) 599-
2595, ext. 6600 or by facsimile at (304) 285-6407.

Sincerely, RECE‘VED
%/ﬂ JUN 2 6:4990)

Frank Sisto

Vice President ol R‘c DRUGS

Regulatory Affairs GENE

enclosures
Departiment BRANRMBHENY TOIN-NA-ER-CAPS\AGENCY-CALL RS TEhO8 sgstefB (304) 2856404 Purchasing (304) 598-5401
Accounting (304) 2856403 Label Control (800) 848-0463 Quality Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Devetopment (304) 2856400
Business Development (304) 599-7284 Maintenance & Engineefing (304) 598-5411 Sales & Marketing (304) 598-3232

Human Resources (304) 598-5406 Medical Unit (304) 598-5445



MYLAN PHARMACEUTICALS INC

781 Chesfnut Rldge Road e P. O. Box 4310 « Morgantown, West Vlrgvnlo 26504 43]0 U. S A e (304) 599 2595

December 15, 1998

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room
Metro Park North |l

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE:

TELEPHONE AMENDMENT

EXTENDED PHENYTOIN SODIUM CAPSULES, USP 100 MG

ANDA 40-298

RESPONSE TO AGENCY TELEPHONE CALL OF DECEMBER 14, 1998

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above, which is currently pending

approval, and to a December 14, 1998 teleconference regarding this application which took place
between representatives from Mylan and the Office of Generic Drugs. As a result of the discussions

-which took place during the teleconference, Mylan wishes to amend this application with the following
aaditional information:

With regard to item 1, Mylan has revised the in-process controls

are provided in Attachments A and B, respectively.

department—Fax Numbers
Accounting

Administration

3usiness Devetopment
Juman Resources

(304) 285-6403
(304) 599-7284
(304) 599-7284
(304) 598-5406

information Systems

tabel Control

Legal Services
Maintenance & Engineering
Medical Unit

(304) 285-6404
(800) 8480463
(304) 598-5408
(304) 598-6411
(304) 598-5445

pec 16199
Purchasing
_Qu.aldy Gontrot; «

= " Sigs & Mon(enng

* Qessitch & Dza»elomé‘rn— il

(304) 598-5401
(304) 598-5407
(304) 2856409
(304) 598-3232



Douglas L. Sporn
Page 2 of 2

) . The enclosed Table of
Contents details the documentation submitted in support of this amendment.

Pursuant to 21 CFR 314.96(b) we certify that a true copy of this amendment, as submitted to the Office
of Generic Drugs, has been forwarded to the FDA’s Baltimore District Office.

This amendment is submitted in duplicate. Should you have any questions regarding this amendment,
please contact the undersigned by telephone at (304) 599-2595, ext. 6600 or by facsimile at (304) 285-
6407.

Sincerely,

N s

Frank Sisto

Vice President
Reguilatory Affairs
FRS/tIr

enclosures

G:\PROJECT\ANDA\PHENYTOIN-NA-ER-CAPS\AGENCY-CALL-DATED-121498.WPD



MYLAN PHARMACEUTICALS INC

ORIG AMENDMENT
N #A-

December 9, 1998

Oftfice of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director

Document Control Room

Metro Park North Il

7500 Standish Place, Room 150

Rockville, MD 20855-2773 TELEPHONE AMENDMENT

RE: EXTENDED PHENYTOIN SODIUM CAPSULES, USP 100 MG
ANDA 40-298
RESPONSE TO AGENCY TELEPHONE CALL OF DECEMBER 9, 1998

Dear Mr. Sporn:

Reference is made to the pending ANDA identified above and to a December 9, 1998 telephone call
with Dr. Florence Fang.

Pursuant to the Agency’s request, Mylan wishes to amend this application to provide a revised
quantitative composition statement which encompasses all product components.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned by telephone at {304) 599-
2595, ext. 6600 or by facsimile at (304) 285-6407.

Sincerely,

Weia O Smﬂ% I

Frank Sisto
Vice President P
Regulatory Affairs DT e T

enclosures TSR IS 9!};3

78] Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504- 43]0 u. S A . (304) 599-2595

Deponmenp }‘PR%F&T\/\ NDA\PHENYTOIN-NA-ER- CAPS\AGEMS ov%A¥5nD§ATER\s1 20998.WPD (304) 285-6404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quality Control (304) 598-5407
Administiation (304) 599-7284 tegal Services (304) 598-5408 Research & Development (304) 2856409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medical Unit (304) 598-5445



MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road e P. O. Box 4310 Morgontown West Virginia 26504-4310 U.S.A.  (304) 599 2595

November 20, 1998

Oftfice of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ORI6 AMENDMENT

/f/ 7

TELEPHONE AMENDMENT

RE: EXTENDED PHENYTOIN SODIUM CAPSULES, USP 100 MG

ANDA 40-298

RESPONSE TO AGENCY TELEPHONE CALL OF NOVEMBER 20, 1998

Dear Mr. Sporn:

Reference is made to the pending ANDA identified above and to a November 20, 1998 telephone

call with Dr. rlorence Fang.

Pursuant to the Agency’s request, Mylan wishes to amend this application to provide a revised
quantitative composition statement which encompasses all product components.

This amendment is submitted in duplicate. Should you require additional information or nave any
questions regarding this amendment, please contact the undersigned by telephone at (3U4) 599-

2595, ext. 6600 or by facsimile at (304) 285-6407.
Sincerely,

i

Frank Sisto
Vice President
Regulatory Affairs

enclosures

RA\PHENYTOIN -NA-ER-CAPS\AGENCY-CALL- PATED 11 (5)199"§s

Depcmmen: UMb tormatiol

Accounting (304) 285-6403 Label Control
Administration (304) 599-7284 Legal Services

Business Devetopment (304) 599-7284 Maintenance & Engineering

Human Resources (304) 598-5406 Medicat Unit

(304) 285-6404
(800) 848-0463
(304) 598-5408
(304) 598-5411
(304) 598-5445

:_1‘1:-_'-;5;11_!20

noy 2 3 998
f: o, RRUGS

Purchasing

Quality Control

Research & Development
Sales & Marketing

(304) 598-5401
(304) 598-5407
(304) 285-6409
(304) 598-3232



